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1/^ (57) Abstract: A polymorphous crystal (A) of 4-(3-chloit>-4-(cyclopropylammocarboiryl)aimnophen methoxy-6-quno- 
linecarboxamide having a diffraction peak at a diffraction angle (29 ± 0.2 **) of 15.75° in the powder X-ray difractometry ; and 
^ a polymorphous crystal (B) of 4-(3-cMoro-4~(cydcpropylanimocarto memoxy-6-<nmolmecarboxaniidc 
— having a diffraction peak at a diffraction angle (29 ± 0.2°) of 21.75° in the powder X-ray diiractometry. 
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5 e CT?*q^it#T, 2 0 R$FfflSA-LEJ& * * 5 . - OSJSaEtC 6 0-6 5 < CT^D^ 
|g£|iT> 1- (2-^an-4- 1 Kn^x^V) - 3 — a7"o 
V7t^ttl 5^i0^tttl (2 0-5 0%T± h^Xit2 0 %— 5 

[0 0 17] *38M©4- (3-^n-4- (V* n/a tf/^T ^ / 

[0 0 18] 4- (3-;ob-4- (v'^n7 e t3kV^T5:y7j/V'^ai/v) T 
5; / 37^/3^) -7-* h^^-6-drZ !> >-#/l^3ri?-5 K*r*£fcRT*tt 
&ffl&!6li DMSO, ^^;W5^/P^ l-^^yw-2-t°a 

U/K StSfeac^/K ftit^y^n tT/K Sufi's >K n-7n/</ 
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£*±) -rtitt&xmM* (B) SrlMfii-Sii^-C**. ^*ttWBt«r*o< 

5 [0 0 19] .fcDPtttettx mx-i*s 4- (3-*pp-4- (i^n^ntf 

=¥ih5 Kte"5Rgte$gifc (DM s OXIi 1 - ^ f /i'- 2 - t'n y y) £4- ( 

3- ^czt2-4— n^n fcVl'T^ J-%jVM~;V) 75;7x/^i/) —7 

io ox:&,±x^mmwT. mmz^Zo ^<o&mz6 5-8 st^tm^^t. 

4- (3 — ^nn-4- (v^ o7n fcVWT 5 / jfr/Vai^/i') 75/7xy dp-V 
) -7—* h^rv-- 6 -^y y ^/W^l?- 5 Kt^LT 10 — 2 0§fiW 

fe B aWtiJUfc5M^> 7 0TOJz^T^n|RiT3 0#S*_y£#U S fefcM 
t«Lfcf, Jt*«r*«[U #7&3££ (B) ^5;iTO5. 
[0 0 2 0] £fc. Wtt»4IE^^»tt»jK©a»ctC4- (3-^na-4- 
(^n^akVP7$y*;^-/V) T$ / ^iX) -7-^b^V— 6- 

20 ^/!Jy^>t5K©#M H B B (A) ^DiHLtt« B ! (B) trm 

[0 0 2 1] 1- (2-^n-4-t Kn^>7x=/u) - 3 — 

^D7clf/V^l/7i: 7 -7 s h#V-4-i7 n n-df-y y 6 -#/U#=3r1>- 5; 
K*ll (0«;ttf> #y *A t-TT^^K, Mty^A, 
25 0?Im9ET, ^F$li&J£* (0J;U^ DM SO, ^f/W^yy^V^ 1-7* 

13 



WO 2004/101526 



PCT/JP2004/005788 



•febT5K> XAr&7^m X&Li& ^tt^ TKs Tirh 

(0»Rtf3 0#£*_t) (B) S^i^T't^o 

[0 0 2 2] £ l9f£#|B{U:i. #lxifc£. 1 - (2-^PP-4-tKpdr~>7i 
- 3 —i/? u^u fcVl^ VT N 7-^^-4-^0-^/11^-6 
-jjjVigZr^* K (1- (2-^PO-4-tKd^/'7x=/l/) - 3 — i/^ a 
7°o t?/U?UT\Zttl>X 1 mm.U±) RTf* V *7J* t -^h^iXK (1- (2 - 

Kn^i/7x=;V) - 3 - ^o7°n f/V!7 WTt'StfUT 1 
^L_h) (2 — ^ cin-4-t Kn^rix^^=/v) -3— V^n? P 

n tf/V^l^T^UT 5~ 1 OfttlDDMSO^I^tTiDifcf, 5 5 — 7 
5 tfjDfil^Ts 2 0 Wffl&±fcJfc £ ^ 5 0 ^ 6 0-6 5 XlXtim 

flttfiT, 1_ (2-^cn-4-k Kndr^x^/l') - 3 - n ^cz fcVl^f^ 
Hil^LT 1 5^40^14^ (3 3 %Tir b ^tK) £ 2B$Ffl£*-h^ttT 
S Ai" 5 - t \z. «fc <9 s ^b s b m £ it" 5 ^ £ # X # 5 0 £ ififfi tU b Kl&m & , 
4 0»T('T3l$F B m±1t#U ^ B ^5SU (B) 

[oo2 3] *mmizmzmm<D&i3-mfc&#:<Dmm, m*L & 

^£o«gf&^J:9 Jlft5#, ii^AlB^fc'? 100 M g -10 g t? 
[0 0 2 4] ^l^^siS^SWBfiilt^PS^^n-rs iiSUBv^frS 
[0 0 2 5] ^l^^b»Hb^{iil^v^b^^^.^^J, ?fiR#J, 
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[0026] ^frbo&frk u-cttfciittf, wfimm (^s?Ss -a-^ 
^ais^^x/K ^y us. ^y^i^^^y 

*wb»©t/u* y ^jh^ (<9 a,ih- fpma (frmt-i- hv?j» 
[oo2 7] £*tk> «^^fcoT*npj^^ ( **w»±r.tLmis 

[0 0 2 8] (S43tM 1 ) 1- (2-^PP-4-t Kp»V7x=A>) - 
[0 0 2 9] a) 7x- )V N— (2-^nn-4-k Kn^s^) # 



15 



WO 2004/101526 



PCT/JP2OO4/O05788 



[00 3 0] 4-7^/-3- ^nD7i/- M23. 7 g) JV, N—^ff-fV 
•fojvKJ 5 K(100mL)H:»»U ^Tt°U ^>(23.4mL) Srinx.fcgU 20*CJBAT 
-C^ n njl»7*=i,M23. 2 uDSrlTUfc. ^gi^T 30 £f^}f #<^s tK (400 
mLK mm^^ (300mL) x 6N-HC1 (48 raL) £r;bH;tjf W$£®£#«£ Ufc e 

#tHSSr 10%^7K (200 mL)-T?2 [e]^<D^ N W&*r#* V"? A-Cftjft Lfc 0 

[00 3 1] . l H-NMR (CDC1 3 ) : 5. 12 (lh, br s), 6. 75 (1H, dd, J=9. 2, 2. 8 Hz), 

6.92 (1H, d, J=2.8Hz), 7.18-7.28 (4H, m), 7.37-7.43 (2H, m), 7.94 (1H, br 
s). 

[0 0 3 2] b) 1— (2-^Pn-4-tKn^7i^) — 3 — 5^ n 

?' H H 



[0 0 3 3] 7x=/W N— (2-^nn-4-tKo^^7i-/U) 
^-h^Ts JV, Af-^^f/^/^T^ K (lOOraL)tC^fi?U Tk^Tv^ n :/n 
fc'/VT^ (22. 7raL)%Jnx.. M.te:T*fc3tJfc# Lfc. 7K (400 raL), BHfe£?-/u 
(300 mL). 6N-HC1 (55 mL) &Uax-Xmfr<0'&, #»»4:^»Ufc. 10% 
(200raL)-e2 ®i5fc#(£>^L afflfc^^^^At»ftjftLyt. LT 
^frS^XA&^^^T'&^ili&U «fafc^# 22. 8 g Sr#fc (4-T 
$/-3-^PD7x; — £>©!IX^ 77%) „ 

[00 34] 'H-NMR (CDC1 3 ) : 0. 72-0. 77 (2H, ra) , 0. 87-0. 95 (2H, ra) , 2. 60-2. 65 
(1H, m), 4.89 (1H, br s), 5.60 (1H, br s), 6.71 (1H, dd, J=8. 8, 2. 8 Hz), 6.88 
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(1H, d, J=2.8 Hz), 7.24-7.30 (1H, br s) , 7.90 (1H, d, J=8. 8 H). 
[0 0 3 5] ($Bf $1 2 ) 7-* g V ^- 6 

[0036] a) 4- C(2, 2-^=^-4, [1, 3 ] v> 

tH^-5-^!)7^f^) -7$;] -2-n^V^y^7'>> 




H 



[0 0 3 7] 4-7$;-2-^ h^y^y^TVyK )\,=c^*r 
(CAS NO. 14814-06-3) (3. 00 g ) £r 2 -^n/V — A (l5mL) fc:J»jR L s ^ A' 
K7Agfe(2.44g: l.lfl)Xtf*^h^«xfA' (7.5mL)SrAD^8 Sprint 
Bfll&nSft bfc 0 #rf±l Ufc&IS^iiSt UMTBE(raethyl-tert-butylether) fc"CiJfe*U N 
flHB^* 4. 92 g £#fc (Ifcsfs 81%) „ 

[0 0 3 8] 'H-NMR (DMSO-dg) : 1.26 (3H, t, J=7. 0 Hz), 1.60 (6H, s), 3.85 
(3H, s), 4.20 (2H, q, J=7. 0 Hz), 7.15 (1H, br d, J=8.4 Hz), 7.38 (1H, s), 
7. 69 (1H, d, J=8. 4 Hz) , 8. 63 (1H, s) . 

[0 0 3 9] b) 7-t b 4 -^y- 1, 4 - v^t Ko * / V ^— 6 

— jfrA^^fVP y&Tisy K ^^/l^n^xA 




H 



[0 040] 4- [(2, 2-^^A— 4, 6 -5?** y — [ 1 , 3 ] i?#*r 
(3. 55 g) Sr^iJ— A (Dawrtherm) (10. 7raL)^^^L 200^(0^ 
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/W^KT50#FMff&Ufc o mm.\zWtW&, MTBE (10 mL) SrJrafcfcKSritBtU 
MKBEf&ftOH«1g^'to 1. 59 g 0fcsfc63%) o 

[0 04 1] l H-NMR (DMSO-dg) : 1.29 (3H, t, J=7. 2 Hz), 3.87 (3H, s), 4.25 
(2H, q, J=7.2Hz), 5.79 (1H, d, J=7.4Hz), 7.01 (1H, s), 7.84 (1H, d, J=7. 4 
Hz), 8.38 (1H, s), 11.77 (1H, br s). 

[0 04 2] c) 7-* 1, 4-i?fcKn^/!I>-6 



[0 0 4 3] 7-^ b^-4-t^-y-i, 4-^tKn^;y-6-A;v 
^yy^Tv'yK ^^vwc^tvIx (120mg) £r^£V— ^ (1 mL) 

8?u 25% TKKfls-^-hy ^^tK^ (o.2 mD 6 5 «c^-c i mm&w b 

fc D 6NHC1 (0.5 mD^nxis £j*LfcifcR«:4iN&U TkSfc L»JE&«frf 3 r £ 
T% «RSBft;-^«fe 100 mg#fc (JRap94%)o 
[0 0.44] 'H-NMR (DMS0-d 6 ) : 4.87 (3H, s), 6.14 (1H, d, J=7.4Hz), 7.04 
(1H, s), 7.98 (1H, d, J=6.0Hz), 8. 40 (1H, s). 

[0 04 5] d) 7-* y ^-6-J&^#*^5 K 

O CI 



[004 6] 7—;* h^riX-4-^-^ry- 1 , 4 - 5? t Kn 3f / V 6 — * 

;Vt*^yy^7i/yK (2. 0g) \Z.HL{k'7-*-=-A' (10 mL) t^SOAT, AT— 5? 

EI*#Lt, 7-y- h^V-4-* na-3r/ y y K 
(2.7g) Sr»/t. 



o 



o 
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[0 0 4 7] &V^T\ n h thtz 1 Y**S-4-? nn-^y U ^— 6 —^7 
K (2.7g) ^Tf7tKn77y (l50mL) fct&tfU Otl^ 
SPLfeo ;ri;3 0%T>^-TtK (5 mL) ^0^. MT-3 O^fpfHf^Lfc,, 

u ittvy ^Ax-^^m^jE^u mmt&m d.35 g ) &#/t 0 

[0 0 4 8] X H-NMR (DMS0-d 6 ) : 4.03 (3H, s), 7.56-7.66 (2H, ra), 7.79 (1H, 
brs), 7.88 (1H, brs), 8.46-8.49 (1H, m), 8.78-8.82 (1H, m). 
[0 0 4 9] 3 ) 4- (3-^nn-4- (^Dyp^7$; 



[0 0 5 0] DM SO (20 mL) fc % 7 h^f-4-^ n n-^y y ^-6 
-^/M?^-^ K (0.983gK 1- (2-^no-4-tKn^7x^) — 
3-^n7*n^I/7 (1. 13g) fei^tv'^A (2. 71 g ) 7 

ottt2 smmimi&mw^ito ^jst^Micibtf, tk (50 mD zmz.,- 

£. Ktcm&&mi&-t 5 r t -e«sa<b^4fc 1. 56 g £#fc or* 88%) 0 

[0 0 5 1] 'H-NMR (d 6 -DMS0) : 0.41 (2H, m), 0.66 (2H, m), 2.56 (1H, m), 
4.01 (3H, s), 6.51 (1H, d, J=5. 6 Hz), 7.18 (1H, d, J=2. 8 Hz) , 7. 2.3 (1H, dd, 
J=2.8, 8. 8 Hz), 7.48 (1H, d, J=2.8Hz), 7.50 (1H, s), 7.72 (1H, s), 7.84 (1H, 
s), 7.97 (1H, s), 8.25 (1H, d, J=8.8Hz), 8.64 (1H, s), 8.65 (1H, d, J=5. 6 
Hz). 

[0 0 5 2] (mMffl 1 a ) 4- ( 3 p p- 4 - (^p/p^VT; 
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(a) <ow& 

[0053] *-f % m^mi^m<o^mtmm(D^m^^ r> 1- (2-* no 

[0 0 5 4] 1- (2-^nn-4-tKD^7x=/V) 

PT'nfcV^VT (114. 9 g), 7—* F^>-4-^na-^ JJ ^-6- 
*/^t?K (8 0. 0 g) t -^h^rv'K (5 6. 9g) Og 

^feCDMSO (8 0 0mL) ^M^T^X-fc^ 5 5 °CK1T 2 0 B#|ffi. £b 
6 0 °C \ZLX 4 H#|«ian!»jt^ Ufc„ r (DBU&mz 6 0 °CT?it#Ts 3 3 % ( v / 
v) T-terhi/Tk (16 5mL) Irl^ALfc, £b*-3 3% (v/v) Tir 
Yls* (1035mL) %7#a>ttT«TFU *gi&£#rtfi ^itfc^ 4 O'C^T 
19P#IHHfc#U 3g*Sr^^bfc 0 #e>tbfcj^ASr3 3% (v/v) Tir f ^tK 
Xt^T-fe f>"Cife*§K RftgL 3S»6*fctfc*Sft (07&f£A (A)) 13 1. 9 g&r 

[0 0 5 5] (HWlI lb, 1 c RTf 1 d ) 

HJi^ 1 a £ WttO^ifelc «fc 9 4 - (3-^ on- 4- (^n/oW5 
K#»** (A) £#fc 0 

[0 0 5 6] (£tft0l 2 a ) 4- (3 n p- 4 - (^P7nkW7^ 

Kim (b) ^gat 

[0 0 5 7] £i\ 3K5ft^JllB*o^ifefcIgI«t©*fe^J: 9 1- (2-^dp 
-4-tKn^i/7x=;V) -3-^P7 t ot>7V7^ jRJtfll 2 fcffitt 
©^fe<b^©^"?£^J: 19 7 f^y-4-^pci-^ y 6 
f-$ K£r#fc 0 
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[0 0 5 8] 1- (2-^nn-4-tKD^v'7x=;V) — 3— 

d/d kVW^ H (11. 4 9g), 7 — ^ h=3r->-4 - ^ d n-^r/ y 6 — 
K (8. 0 0g) t h^rv^K (5. 6 9g) ©H^ 

ftCDMSO (8 0mL) &M.^T/jn;ifc^ 6 0 XZfcX 2 5 ttDQAifKHfttt L 
„ r©Sf&^«r4^Ufc 0 Cl^tbO-o&e O'CT'Jg^T. 3 3% (v/v 
) T^Yl/fc (lOmL) & 3 BfP^tf-Ci&T U ^ft^*fm$ii:fc D £fe^3 
3% (v/v) T-feh>-7K (20mL) 1 BfPp^ttT^T Lfc^L 4 Otl:t 
SH^m^U liNI&^&LfCo #f>ttfc^ H B H $:3 3% (v/v) Tir h isfcBL 
t/Tir h^Xfti#s (B)) 3. 2 2gWc 

o 

[0 0 5 9] (Hife#j2b, 2cM2d) 
K#^H (B) £r#fc D 

[0 0 6 0] (^Jfe^il 3 ) 4- (3-^nn-4- (^n/pW^ 

^MMl (B) <DM& 
[0 0 6 1] £i\ ±f5m5t^J3 .h^O^^J: "9s 4- (3-^nn-4 
- (i/^ n / n t>7 $ / *^**^^) T^yx/^) - 7 

[0 0 6 2] #b*Wi:4- (3-^nn-4- (<>^ ozfu \f;VT % J 

%/U7$~/U) T^./^^y^^) - 7 - ^ f i/- 6 - =3r / U />t^ t $ K 

(42. 7g) £1, 3--^^A—2--f ^yjS?/y (425mL) ^Jn^ N 84°CK 
-C^?bfc^ N HF^y^ofcVV (lOOOmL) Sr 20 ^-^itTinxirto 80°Cl£T 30 
^8t#U iSb^mmzX 6 B#JHJft#8L litill&^iiU (B) 41. lg 
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[0063] (mmm*) (a) a^^asA (b) ^(p*nhb^ 

[0 0 6 4] DMSO (1. 7mL) t 33%(v/v) Tir b ^tK (0.17, 0.34, 0. 51 X 
#0. 85mL) (3-^Pn-4- n^a tVUT5 

A (A) 300mg eCCJJlT 3 l#|fflJPfR8t#Ufco r^t#4- (3-*n 

n-4- (^O7 , 0^1/7$;*/V#=/l') 75 7 7xy^'» — 7—* f^f 

[0 0 6 5] £©!R»ifc<Sr£iiU 4- (3-^nn-4- (v/^n7°otV^ 
7^*/^=^) 7$7 7xy^» - 7 h^r^- 6 -^r/ V >-JJ/U7$* 
K 184~266mg SrEMRUt, ^©^M^fftftfci: ^5, vvf;h,<0it£> 0 
7£&A (B) ^E£#tt«>b*Lrt:. 

[0 0 6 6] <C*J % #7f^A (A) 3 0 0mg£DMSO (1. 7m L) ^ 
jHU 3 3 %T-fe h ^TKSriD^-i" tc: 6 0 "CfJlT 3 H#BflJbn?!&Jfc# Lfc^f£f4 s # 
7&&A (A) W:»tf»*Ufc. 

[0067] {tmm i ) »^feA (b> frb&xm& (a) ^<ps£a<e^ 

[0 0 6 8] DMSO (1. 7mL) t 33%(v/v) T± h ^7jc (0.17, 0.34, 0. 51 X 
(4 0. 85mL) (DmSmmz. 4 - (3-^nn-4- (^n7a^7$/*;^ 
T^/^^y^iX) — 7—* b^V-6-dry y Y&j&fe 
A (B) 300mg ^rAP^. s 60lCfcT 3 l*M*nS?MJtl^Ufco ^©^§4- 
n-4— (v^ a-^u tVl^T 5: J ^7/V#— /V) 75;7x/^) -7-^f^ 

[0 0 6 9] £©!RflM8t££iSU 4- (3-^nn-4- (^^P^af/l^ 

75/*/v^/>) 7^71;^) —7 — * f^i/-6-^-y y IsiJAsiR* 
-9-5; K I4l~256mg ^miKUfc 0 -t©ttA^«rfM5 bfc £ r. ^T^ISA (B) 
GD££T*£>?K r©^^T?l4#^A (B) ^b^-^A (A) ^W:*^^U3teV>- 
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[0 0 7 0] ft*5 N &W&M> (B) 3 0 0mgS:DMSO (1. 7mL) ^ 

(B) Lfc. 
[0 0 7 1] (fe v *X^[H]^S!l^:) 

^ffi^® : #-7W^7RAD-3C 
tiXi : CuKa^ 

JnmiE : 4 0 k V 
1NMW> : 2 0 mA 

K : 3° 

:. 2 8 

^SfSffl : 2 0 = 5-30° 
y f : 1° 

ma^y y f : 1° 

!)yf:0. 1 5 mm 
[0 0 7 2] a~l c&t£2 a ~2 c T#b*tfcj|£*©«&5kXaUE]#f 

/^—^£IU 1 — 6 {Ct^U 0^ (2 9) Ofc°— ^atf5StS*r*l~6»c*L 
fc 0 £fc, 4rHJ6«lOlHl*f^ (2 0) Of— J£fttf*f— *<D¥^ffi«rafc 

[0 0 7 3] 
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(a) %ft (cm- 1 ) 


»&£A (B) jBEtfe (cm" 1 ) 


1a 




*tfc«1c 




^JS0>1 2a 


mmm 2b 


nmm 2c 


WI 


3451.96 


3452. 92 


3451.96 


3452. 28 


1558. 20 


1557.24 


1557.24 


1557.56 


1712.48 


1711.51 


1712. 48 


1712.16 


1464. 67 


1464. 67 


1463. 71 


1464. 35 



[0 0 8 9] (A) <D*g£tfej£tt») 

[0 0 9 0] HJ&^J 1 a ^ n 5 5*C»Z1T2 OB*|Sk * £> 6 0 *CfcT 4 ttlHAl 
#tufc D — # N HJfiWl aTf#6»Hfe^*S* (A) trmMtimco-V-^/iskV 

XHPLC|C*tfc 0 
[0 0 9 1 ] HPLC co^i t ^fi^i~T : (DM Y> "t?fc-5o 

: OD S#^A (BB^C{b^ftS:^tfcaS{ Mightysil RP-18 
GP ;^g4. 6mm, *7Afl5 0mm, tfi3/im) 

#lb*S : 

A«E H 2 0 : CH 3 CN : HC 1 0 4 *= 9 9 0 : 1 0 : 1 (v/v/v) 

B?^ H 2 0 : CH 3 CN : HC 1 0 4 *=1 0 O : 900 : 1 (v/v/v) 
(* : 7 0%*&m) 
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(*1 5) 





Bmm (%) 


0 


5 


3 


2 0 


1 5 


2 0 


3 0 


10 0 



ffiit. : 1 . OmL/^ 
tftW : *^H»<R**«- («Eft : 2 5 2 nm) 
[0 0 92] 4- (3-^nn-4— (v'i? n fcVUT 5 / T 

?;7s;^) -7 — * h=*v'-6-^y y lofr/nffap-s-s KRtPF*fi»©# 

t^a (a) ^<on§ l 4km'&<Di-^'7j\<*<D^m& (tr-^as«©«^) 

6 ^^i- 0 

[0 0 9 3] 

(*16) 





p 


Q 


R 




1.26 


3. 65 


92.4 




0. 49 




97.6 



[0 0 9 4]' ft*5 N *l6Rtfl7^ Pfi7-y- 4-* U U-*c/ 

y 6 -jjjutfacy-* QJ41 - (2-^on-4-k Kn^ix^ai^/^) 

— 3 — S^nT/n tT/u£ W&\ RI4 4- (3-^nn-4— (^n^otVl/ 

[0095] 4- (3-^bd-4- (i^ n :/n f;V7 $ y T 

mmi9 2. 4%tffcofc*S N 07&&A (A) fcb;fc£©l*£fii9 7. 6%fcft 
9 * & Aft £ 5 *6&a*S5 </io fc 0 
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[0 0 9 6] (#7&t£A (B) ©MS^^M) 
HWJ2 a ^*5V^T. &&fc<Dffi'&X\ 4- (3-^nn-4- (->^n^n 
tVl^T^ y#A-#~/W T^y^^y^^) - 7-y h^riX- 6-^7 1) 1/*>)V 

[0 0 9 7] Hi£#iJ 2 a 6 0 'C^r 2 5 I^AqiMf # LfcSJfcMjO— §|S 
*:fr&&&ik1ti<D-$->''7/i'k b"CHP LC^#tbfc 0 — *\ MMM 2 a 
X^hntc^m^B (B) ^^A^^f-^^^t UTHPLC^tfc. ft:ib\ 
HPLC©^#ft ±f2#?f^B B B (A) <DH&fe3^Wibmmx&Z> 0 

[0098] 4- (3-^an-4- (v^ n f/WT 5: y $)/ViS~;V) T 

5: y 7xy^-» -7-y h^v-- 6 y ^^/v^^-^s: ¥^PZ-Wte<o& 

(b) ^(Dm^tm^(D^^zf/wp(D^M (t°-?mmv>m&) &mi 

7 \z.7Flr e 

[0 0 9 9] 

(*1 7) 





p 


Q 


R 




0. 46 


3. 48 


92.2 




0. 05 




98. 1 



[0100] 4- (3-^pp-4- (i/^ n /a tVi'T ^ / T 

^/^y^ix) - 7-y h=3rv-- 6 -=¥y v ^^/w^^f-s: ra^ ^ffMbitijcD 

#ffcgfi9 2. 2%-^fcofctf^ ^mn% (B) ^ Lfc^^fi 9 8 . 
9 7. 6%tttmisXhM<. (B) © B ||fjifH:#» B B (A) 

[0101] (v" is ir— * —m^ x z> mm&mm 
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ifHliMIR-5 5 2 (SW) zm^fco 

[0 10 2] 

0*1 8) 







*g*fM(RH) 




A 


2 5°C 


7 5% 


N a C 1 ^ffl 


B 


2 5°C 


9 3% 


KN0 3 fi» 



5 

[0103] »*xmts]#f agates ^T©S95t^#-etrofc 0 

ttffifttt : S^8Stfc5£##:§iSR I NT 2 0 0 O 
IM'TVvtJvi^— : (m^l Omm) 

f:Cu 

10 &l±i3S : "^^V— >a ^;*7*^* — 

^ol — : 4 0 k V 

^a. — 'fWM : 2 0 OmA 

^'Jjrh:DS 1/2° % R S 0. 3mm. S S 1/2° 
^^t^ K : 2° 
15 J^y://*:^!) ^{f : 0. 0 2° 

-X^^l^v* : 5~4 0° 

[0104] fife. fc$rm<n®m ifc) rau ^TogfR 

20 TJ^KIi^^VNTfTofc 

KISI : 7^ b^^— TkfP^NF (Mallinckrodt) 

«-7^7^oycxU (£11^) 
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[0105] mmm 1 d 2 d -e# e> ^fc^ B B B ^*h- 5 mttoffii^^ 

*MWSt 1 9 2 O £ i: ftfcio 
[0 10 6] 
(*1 9) 















1.0 


AM 


A 




1.0 


AM 


B 




1.2 


AM 



5 

[0 10 7] 

(i2 0) 















0.5 


BM 


A 




0.5 


BM 


B 




0.5 


BM 



[0 10 8] *i 9.&T>'2 0 fcgi Lfcfe**»feW J: 5 fc^ £££1 1 
[0 10 9] (W*n/<7^*fefcJ:S!ftfi«:t*») 

15 : Integrated raicrobalance system MB 300W (VT1 $fc) 

£S:2 5t) 

fSStM^ T y -f : 5 h 9 5 4 X- 5 
Wmmm: 0. 005 011% (5#) 
: 120^ 

20 mWt&k : 

[0 110] nmm l dRV2 dT*#bnfc;SS B B H <D^^ n^7^**£fc:£5 
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^ fe^*^ i 5 t-s 5-95 %CDtElST% #^fa (A) 1 

^ffcSr^U #^h^ (B) tel. 5%©fiS3E<k:S:^bT*5»?. \^fr<r>&J& 

[oiiii m&&7£mz&d 

m*r-?i ^jr«m#bfc^ ?m<Dm.m, ^Mcom^ (^-/^^ s/v-y-so 

ft^tc B fcfcU (HPLCtiSilt) tt. Afl=CT?fifc#Lfc*|r*Sr» 

(%) = {mmmm<D\?~?Mm) x (m^st:R*^i (m 

g))} X 1 0 0/ {(fR3Wg$fc©fcr-*®8f) X : WLfcVomm (m 

g))} 

[0112] 



(*2 1) 



3kfr 1 




mm 






c 


-20°C 






PU-1F" 


D 1 


25°C, 1000lx 




ffl 


LT-120* 2 


E 1 


25°C, 1000IX 




m 


LT-120* 2 


F i 


40°C, 75%RH 




m 


LH21-13M* 2 


G 


| 60°C 


'Ja- 1*> 


m 


DN-61' 3 



*1 : $r/WxX^«y^7 (#0 
*2 : tAV^I^X 

*3 : ^ mm m) 
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[oii3] mmm 1 a rx* 2 d -e# b t^ats 5 gflcge^o wte^m 
ttti^tim 2 2 &.tm 2 3 i fefc 0 

[0 114] 



(^2 2) 



£4* 


ft® 














(»*%) 


(%) 


(%) 


s<? — is 






1.0 


2. 71 




AM 


c 




1.0 


2. 66 


(100) 


AM 


D 




0.7 


2. 67 


103.3 


AM 


E 




0.8 


2. 68 


104.3 


AM 


F 




1.2 


2. 65 


102.3 


AM 


G 




0.5 


2. 65 


104.4 


AM 



[0 115] 



(*2 3) 



. 


ft® 




(%) 


(%) 




mm 




0.5 


1.53 




BM 


c 




0.4 


1.55 


(100) 


BM 


D 




0.3 


1.54 


101.8 


BM 


E 




0.3 


1.55 


100.5 


BM 


F 




0.4 


1.54 


100.4 


BM 


G 




0.5 


1.53 


101.3 


BM 



[0 116] mz 2 — 2 3 ^Lfc^^bPJb^^ i 5Kl> V^ftlO^#^ 
^^*5V^Tt>. (A) (B) ^tt^k^&^Jx^^ofCo 

[0117] mmmzm) 

mt&m 1 d 75. z>* 2 d T^#^n7c^o^# ( P h 3 ) zuT^m^ xvw 

4ffiUfc 0 »Jl d7^TJ ? 2 d Wc^la 3 m g ff 1 1 N ^miOm 

lcd^o*^ y ^.-^^w^Anfc 0 (yy h^- at->- 

y^Mu pH3. 0 9 1, ^^"^3ii^I=0. 3) ^5mLiDtX, » 

[0 118] l£!^W£T/^?gT-&^T'3gftU ^31-^7- (MS-1 N 

43 



WO 2004/101526 



PCT/JP2004/005788 



: 2 5-2 6°C {MMkM<omMO 

mm.mm. .• 1 5 o m/9- 
ss^n 3 mmRu 5 mm 

[0 119] jftt©^W^^7>f;l/^^ (0. 2 t^Vy^L 
CR 1 3-LG. 5 y tHT (**)) TN5»U 40itliaL*rJKl*U*: o 1 
mLIE5t^aoTl OmL©^f tcAtl, 7k ■ Ti? b = MJ A> (1:1 (v/ 
v)) oa-g-SJElmLSriEfll^An^ HPLC^HfloSffti: tt. 

[0 12 0] HPLCO*ttli6HT©I5tfc5. 
*7^: ODS*7A (BlJK-fb^Kc^thJSi Mightysil RP-18 
GP;F^i4. 6mm, *7Aftl5 0mm, ^l3Mm) 
# 7 J±Ug£ : 3 5 °C 
&Wjft : 

H 2 0 : CH 3 CN : HC 1 0 4 *= 9 9 0 : 1 0 : 1 (v/v/v) 
B$E H 2 0 : CH 3 CN : HC 10 4 *=1 0 0 : 900 : 1 (v/v/v) 
( * : 7 0 %7k*&$0 

b = 2 o%<£>tv y?vTj -yftsw. 

mM: 1. OmL/^ 

&tii : 9fc*MRlfc3te£tt- (t&R : 2 5 2 nm) 

[0121] HPLC ffl o«3?«iHRf4«T© J: 5 KlffsJS Ufc 0 2 d 

-C#&*Lfc3£*«ra&l 0mg^H§!)s 7k • Ti? h= hi) A- • golfer ^-=E- = !> 
(100:100:0. 1 N v/v/w) ^Dx.TIE«ft{- lOOmLi 
U lliiSWIIlKi: Ufc 5 m L fcjEflfcfc: £ 5 x tJc • Tir f= h V ^ ■ 

ffimTl/'Z^? J*m&WL (100:100:0. 1, v/v/w) &fiQx.TlEm. 
C25mLtU ^HP LC^tfffiO*i»»i: £fc. ^V^^ 

7K • Tir }>= hV/l" Si7^=!)AM (100:100:0. 1 N 
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v/v/w) £/^7c 0 

[0122] mmgmRTf&zm&H plc K-c##r&frv\ siroii: x. r> 

&*>ffi.$>(D4- ( 3 P n - 4 — (v^ n^n tVUT 5 / ^/M?— A-) T^y 
7x/dri/) -7-p< h^^-6-=^/ J> ^a/utff^lf 5: K©*£ (m g /m L) 

ft& (mg/mL) = mg/mL) X {(^^^©t-^ 

mm) x 2 / t°- * rao } 

[0123] Hffiftl l d &t>* 2 d T'# b *L/tfe*oS?##tt»©fe*4r-?rix^e 
s&*3fej;5^ (a) (b) -e« N pH3^js»-ts«Aft^m^ttM: 

[0 12 4] 

(*2 4) 





H*£«1J 1 d 


S!J£0!i2 d 


3H*M 


7.7 x 10- 2 


6.2 x 10" z 


5B«BI 


7.1 x 10" 2 


5.4 x 10" 2 



(m g/m L) 



[0125] 

(f 2 5) 





mi&mi d 


H!£0!l2 d 


3B#Fb1 


3.123 


3.109 




3.107 


3.106 



[0 12 6] £kT<D&MkMl~4\Zi3\,^X^ 4- (3-^ a a — 4- n 
[0127] i&mm 1 : SCF *U»©»IB&*!J5t^»-r *J!^#) 
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[0128] c-Kit 3r-t— if ^mUTV^^/J^«flf^i^^« H526 (ATCC =fc *) 
IiA^ CRL-5811) (DmM^Mir 5 4 - — 4- (v'^n/okVl/T^ 

[0 12 9] 4 — (3-^C3n— 4- (iX^ n^n t>7$ 7 T 
5/7xy^fv') —7-^ l-drv-— 6 -=3r/ y ^#/t-#=3r^ 5 Ktt^it^iJ 1 ~ 3 

[0130] H526 fi N 10% FCS (Cell Culture Technologies f±<fc K> ffl A) 
t? RPMI1640 igife ( H TK^^^^tti^) T? 5% C0 2 -< i^^rat.-^' — — (3 7°C) 
Xig*Ufc 0 J£*gL H526 $B]fe£: PBS X* 3 0. 1% BSA (Sigma tfcftO £ 

•^"tf RPMI1640 igife (£lTs BSA-RPMI1640) T* 1.0 x 10 5 cells/ml fcfiHHL* r. 
(DffimMfflWz&SOfil <5^%m.96 ^s;l/7*U-H:jfilLTx 5% C0 2 ^ >-=¥^--< 
— * — (3 7*C) T?— Bfei§#Lfc 0 — 200 ng/ml SCF (R&D tfcjg) Sr 
■£tf BSA-RPMI1640 50/ils RU 5 *?? LfcfcHfcfl&S* (4- (3-^nn — 4- (V 

U l^yUtfdMf 5 K) ^tPBSA-RPMI1640 100 jil Ufc c 
[0131] tttftttJH&ftMttH i!)7'0ll^ Cell Counting Kit-8 (EJOffc 
^WSTOStt) 20 M 1 *r2JJl;t; 5% CO,^^-^-*- (3 7t) 2 B#|IUW 

Lfc 0 ISfegU 450 nm N JtfiSfeft 660 nm X# fra^WftafeAfc^W- 

hy-^~ MTP-32 (=aia-*-m*ttfcK) Sr^V^TSSl^bfCc #7x;i/©M?r 
SCF £^BLTV^V^^/i^©®^^X§|#., ^|£^fC£^;&P LTV^ftV^ 

ja*b3BBJtel««Sr50 »ia*i-5©^^S*ftlft<|fcJt©aift (IC S0 ) £3fc#>fc 0 

[0 13 2] 4- (3-^nn — 4- p 7°n tf/VT 5 7 

t:=;l')75y7x/^rv')-7-7 h^ri/— 6 JJ ^/l^^ri^ IC S0 
f± 9. 36 nM X'h 9 . SCF X'^IJ^S:^ ft5$Ufe±§*fi£»J U c-Kit tfR&SJ&tt 
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£^LTV^ t^x-tbthtz. !K$m&.t>. IS 22 IS * 9*-f WvHr 5 * b 5 

— i/y^!) AIf^^g'Sp275-277 J 2P-320, 2002 te|B<t©ft:^* KRN633 O IC 50 
{3 301 nMT-&9, 4- (3-^nn — 4- (^^n/nlf/U75;*M*=/V) 
7^;7xy#^) —7-^ e-^y y iOt7^aI?*-fr$ K^J*lfcb-C N 

liV^ttbd^^^^ofc 0 c-Kit dF-^— t?E&^PJ£ LT&bfrS STI571 

tf) ICgo tt 190 nM "Cfco tz 0 

[0133] (.nmm 2 : scf mm «t * c-Kit y ^■Mbfcati'siap) 

[0134] c-Kit 3^ H526 « c-Kit *i if # 

+<D^ SCF ^mt\Z-tt-fZ> 4 - (3-^po-4- (^n^nfcT 

/V7 5/*/^=^) 75/7x7^) — 7 f^V— 6 -3r/ P l/jul^R 

[0135] H526 10% FCS RPMI1640 i&J&T* 5% C0 2 -f ^*c=l^<— & 

- (3 7t) T*i##Lfc 0 H526 ^BJJS^r PBS 1? 3 03ti#- U s BSA-RPMI1640 
-C 5. 0X 10 s cells/ml fcl»»U ^OSBflMSMfc*' 1 ml OO 24 s.fr-fX'— h 
ld«LT, 5% C0 2 -f ydf-a^-^~ (3 7t) T?6 Lfc„ 6 ISM** 
^ I^RLfcfcfetfelfcK (4- (3-^pd-4- (^a7DtW7 5y*/^ 
n/U) 75/7x/^i/) — 7-^ h=3r*>— 6 -dr^ J? ^^#^5 K) 
t?BSA-RPMI1640 1 ml U 5% C0 2 -T ^df ^^<— * — ( 3 7*0 ~C 1 ^fW^^ 
Ufc^ N lOjig/ml SCF (R&D #M) 10^1 IriiPtT, 5% C0 2 ^^^^^<— ^ 

- (3 7«C) T?5EH:5#[llJJ&**Lfc, 5&m#3t& PBS U SDS ■friO p 
)VU— 7 s -4 y^y77^100^ 1 SriiDLT cell lysate iJ->:7Vl'£rIMfc U % 

94°c • io ^■FpiMs^ : fToytm-20 < c-e^^#urt 0 

[0 13 6] cell lysate If" 7° A' 20 1 S: 4-20% gradient 

polyacrylaraide gel fl^mP 0 ntfc5£#*±tSD -CS&tfMHl&fTo fc„ 

PVDF membrane (Amersham pharmacia biotech liJSD ^ 3 B#Fb3~0 h y 37 7- — 

U h^^^^T^-bfc^ ^l/^^, l&^#<b LT phospho-c-kit (Tyr719) 
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antibody (Cell Signaling %M) , 21k%i&k\^X anti-rabbit IgG, HRP-linked 
antibody (Cell Signaling #M) ^rffiV^T^ J* J ~?xi -y \- t:ffofz. 0 ^ 
SrSfe^s Super Signal (PIERCE #M) Xm&£l£ti 0 

[0137] 015 {C7jk-fm K) , SCF ^STttt c-Kit *c±—l£ 

&}) l/mk&tl<ir SCF <DfftiETX&Z.% c-Kit ^r±— iftf>y 

>$Hbtes 4- (3-^nn— 4- (v^ n -fu \f;VT 5: 7 757 
:7^y^v0 — 7-y h^V— y V^/W7j?^$ K (H«K T>fl-£^lj 

t^-To) o^n^i 0S^#^(-WI^nfc o c-Kit =af^—-^(Ja*^Jir L-C^q 

bH5 STI571 <D V >mtm.^fe&te 4 - n — 4 - (V* n -y°n fcVl^T 

^^M^) r^y^^y^ix) — 7-y F^>-6-^y!Jy*/v^t 

5 K©I>)1/1 0-Cfco^: 0 

[0138] (mi&m 3 : * - !> * Lfc H562 JB^ii5iiK:*l"r 

[0139] H526 ft. 10% FCS =&^tf RPMI1640 1%i&X 5% C0 2 ^ y^r^^'- ^ 
- (3 7*0 T-^*bfCo J&#i££H]I|XiL PBS X 2 U PBS X 5.0X10 7 

cells/ml \Z.mnVtl 0 ^<DMlfeMWfc&6mffi(DM Balb/c nu/nu mice — 
/kXy^-^tJ; 9 SUA) ^«^T§P^0. lml T^fitbfc 
^ 150 wn 3 {£t£ofzti?&frh, WfeWX. (4- (3-^PC2 — 4- (^p7" 

0^75/*^**^) 75;7xy^» — 7-y y 

yi^^S; K) <7?i£^£ri§i?#rU 10 20, 14 0 ffi^PS^SrfTofCo ffett 
4fefltf± 0. l ml/10 g M^S^fl^i 5 £ 5 0. 5%y f/^;vn — ^ m%n 

[oi4o] ^mm^K, i int- 2 m, m^asr^ y ^ o --e§ij^ufc 0 
ni^iitt^ ^ y xmm<D-g:& t m.&*mfe u 1/2 x s^x @g x ^-CH- 
IT Lfc ft*3s ^ifi^^;^^ b^-zuif 0gjfc«f.5-i*) £r 10 EEs 
1 m 5 gc-efTo fc„ 

[0 14 1] ^©i*. 0 1 6 ^TK-Til V , 4- (3-^nn— 4- n 
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■bfvif^^* Kf±^s^#^j^^- K-^^^^Lfc H526 mm^mM^nm 

Lfc„ ^its c-Kit *rt—Hm&Mk VTftbtlZ STI57U4 160 rag/kg ©fi-S-fc 

[0142] (Hffiftl 4 : 5? — K-r ? * d&tt bfc H562 BftHiiaiO c-Kit JJ y 

[0143] 5.0X10 7 cells/ml ©ISl-illfc H526 <Z>jiHJ&gffi3ti£ 0. 1 ml 
fc % 6 5H40©<lf Balb/c nu/nu mice — /is XV *±<fc 9 JtfA) <Dfcffiimt 

T»U:3WtUfcft, ffiftft&d* 300—1000 mm 3 KftofcPf ;&7:\ If— 
n-/H$ (4- (3-^na — 4- (^n/nt> 

7^;*/W#=/V) 7$y7i/^» — 7 — p« h^->— 6 — P ^^J/^^r 
K) S4il^fttM^I©S^^fTofc 0 MfflbfcBl^Sr cell lysate 
buffer (50 mM HEPES (pH7. 4), 150 mM NaCl, 10% gycerol, 1% Triton X-100, 1.5 
raM MgCl 2 , 1 mM EDTA, 100 mM NaF, 1 mM PMSF, 10 n g/ml aprotinin, 50 u g/ml 
leupeptin, 1 ii g/ml peptatin A, 1 mM Na 3 V0 4 , 25 mM /3 -glycerophosphate, 
phophatase inhibitor cocktail II) ^AfrlTC^^-v^^ XUfc Q T&'l" L-frikfc 
-hW^^^^SiUSXSDS ty^n-r-i' cell 
lysate -fr i/'TVl'SrfEo fc 0 -^tf)^ cell lysate f-^^/l^^r 94°C ■ 10 ^RfiM 

[0144] t<D^ *y/<?Mt LT 30 ng^(D cell lysate Ir^/l^ 
4-20% gradient polyacrylaraide gel m—it^M&W^^^W X*m^.tfcW) &?T 
ofc 0 £k!jb^L PVDF membrane (Araersham pharmacia biotech %t§&) 3 ^^7? 

f7^7r- Ufc 0 y^BMb c-Kit, c-Kit Rt;^7^fy«rillt«fcftl^ 
^frl^fL^ phospho-c-kit (Tyr719) antibody (Cell Signaling tfcigh £t c-Kit 
tt* (Cell Signaling #M) Mtr[^7^f« (Sigma %fc») -SrUfctWfrfc 

ttffll/\ anti-rabbit IgG, HRP-1 inked antibody (Cell Signaling *±HD £r 2 
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ifcfctfri LTlV^Ay^P y h^ofco * ^7 Uls Super Signal 

(PIERCE tfcK) -t?38fe$*fe D 

[0 14 5] ^Ofe*. Hi 7 l^Tjk-TX 5 ^ 4- (3-^nn — 4- (v-^ 
0^0^7 5/*^= /U) 7577xy^» — 7-p< h v'— 6 — =¥ / y 
^/wi^U-S; K (0t> r<b-^%lj ir^-To) ft 30, 100 mg/kg &-5-"Cffi^m 
gWc*s«-5 P ^m$C c-Kit ©*Sr«^$*fciS N c-Kit JtV/S T^^Afig? 
fl5&*fc*>ofc„ 4- (3-^nn — 4- (S^ xx^fxx tVl^T 5 / #/U/j?=/vO 
75/ 7^ydr-^) — 7 h^iX— 6 y >-^7/U/i?dr-^5 Kri* 30, 100 

TftJbtrS STI571 K£160 mg/kg T? fcSB^tfJ&WJffol $ fc„ 

[0146] rort^bs 4- (3-^an — 4- (^Q^Blf;U7 5/ 

X/utSk^ju) T5.yy^y^ciy) — 7-^ hdr^— y >-^/^=^-y-5 K 

c-Kit <D in vivo T?©y ^SMbfcflHWfS £ i/^£*L> 4- — 
4 - (v^ n -7x2 \f/VT 5: / T5:/7ai/^iX) — 7 - p< h ^riX— 

6 y lo&/u#$MJ-5 Ktt in vivo fc*5V^Tt> c-Kit ^-j— if <D?£tt£:#lf&!| 

[0147] £JU-ffcWLfc«fc 5l£> **Mfc«tntfs 4- (3 a n-4- 
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WfuVA'T^ As) 75/7xy^ri/) - 7 - p< h 6 - JJ 
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l&jfeXjKllEttHcfcV^ Eiff^^ (26 + 0. 2°) 15. 75° lC0^ft°— 
^Sr^i'S* 4- (3-^aci-4- (->y n fcVi^T $ / XjVtS—A') 7 5 
y^y^) - 7 - ^ h df-V - 6 - 3f / P y*;^^t ^ K©#3g8fi (A) 

2 0. gtta^g&A (A) fi N fctefcxaiUEHJrWsv^-Cx H^s El$rfc£ ('2 

0±O. 2° ) 9. 9 8° Mil. 0 1° (C|«]JlTk 0 -^^^ri-5^^T-fc 
2 1. It^3®6~l 0OV»i"iX*»— 3gfcliB&tf>4- ( 3 _^nn-4- 
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y^*^#^$K©#^fli (B) ^^5t-r^Sgit7J?feT-feo-C, 

y !7Acf©^^^I|X^-<^ h/W^V^T, j&fc3 4 5 2. 3±2. 5c 
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y^/y, i - ^ 5vi^- 2 - t°n y >v ^ N at, n-V* f/^^A7 5 h\ at, 

15 srefc* r. i zmmt-tzm&m 11-23 co^ir^-m^mm.^m^m 0 

^f)©'M< t> 2a©«B«E-e*>5^iSrf#«ti-«f»*3fil 1 — 2 3<E>Vvf*i, 

20 26. M.m&, *>V ^t-^h^K, ^irix^AXfi^* y ">AX 

£>5!f*JSl 3, 14. 1 7Xttl 8fB«©*Hfefr&. 

2 7. Ht^l-l 0©v^tt*»— «K:IB«E©#^fi*r^rS&j5fe^ti-*s 

25 mr&K&fti. 
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3 8 . l~io ©VN-rtb/O*— ^^fB^<D#^^^HS^6<)#^bS:Sr 
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